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Amendments to the Specification: 

Please amend the title as follows: 
-KDR PEPTIDES AND VACCINES COMPRISING CONTAINING THE SAME- 

Please amend the paragraph on page 1, line 20 through page 2, line 5, beginning, 
"However, complete control of tumors is currently impossible...." as follows: 

~ However, complete control of tumors is currently impossible. This may 
be due to tumor cell heterogeneity, a reduction or disappearance of MHC-Class I 
expression in tumor cells, and the absence of target molecules in the tumor cells. 
Furthermore, the currently identified tumor antigen peptides exist in some types 
of tumors, but can not exist in all tumor types. Thus, to resolve these problems, 
the present inventors did not use tumor cells as target cells, but rather focused on 
the endothelial cells of tumor vessels. More specifically, endothelial cells have 
hardly any problems involving a decrease or disappearance of MHC-Class I 
expression, or heterogeneity. Thus, if CTLs that target tumor vessels can be 
induced, problems in conventional cancer vaccine therapy, such as the 
disappearance of Class I and absence of a target molecule, may be overcome, 
regardless of the type of tumor, and excellent therapeutic effects can be 
anticipated. Studies on tumor angiogenesis were started from a pioneering 
hypothesis proposed by Folkman et ah in the 1970's, and have been conducted 
from various angles. Many studies have been carried out on VEGF vascular 
endothelial growth factor (VEGFV VEGF receptors (VEGFRs) to evaluate their 
significance in tumor angiogenesis. Angiogenesis inhibitors have been vigorously 
developed as target-oriented drugs, particularly in cancer therapy, and are already 
being clinically tested. However, therapies that use this concept for cancer 
vaccine treatments are not yet in use. One of the reasons may be 
immunotolerance to VEGFR, which is expressed in normal cells. However, in the 
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1990's, Plate, Millauer, and Risau et al confirmed that VEGFRs were strongly 
expressed in the endothelial cells of tumoral tissues. In addition, the immune 
response to autoantigens such as CEA and HER/neu, which are also expressed in 
normal cells, is not necessarily one of immunotolerance. Thus, the present 
inventors reasoned that VEGFRs may be used as targets for cancer vaccine 
therapy. 

Please amend the paragraph on page 2, lines 18 and 19 as follows: 
— [1] A nonapeptide selected from a group of peptides comprising the 
amino acid sequence of SEQ ID NO: 2, 3, 5, 8, 11, or 12.-- 

Please amend the paragraph on page 2, lines 26 and 27 as follows: 
~[5] A nonapeptide or decapeptide selected fro m a group of peptides 
comprising the amino acid sequence of SEQ ID NO: 29, 30, 33, 34, 40, or 46.- 

Please amend the paragraph on page 8, line 28 through page 9, line 1, beginning, 
"The present invention further provides peptides with cytotoxic T cell inducibility... 11 as follows: 

—The present invention further provides peptides with cytotoxic T cell 
inducibility, wherein one, two, or several amino acids are substituted with or 
added to the amino acid sequence of SEQ ID NO: 2, 3, 5, 8, 1 1, or 12. Amino 
acid s e quences consisting of nin e amino acids of SEQ ID NOs: 2, 3, 5, 8, 1 1, and 
12, in which one, two, or s e v e ral amino acids are substitut e d or add e d, may hav e 
CTL inducibility, as long as th e y do not match the amino acid s e quenc e of 
anoth e r prot e in. One, two, or several amino acids can be substituted or added to 
the amino acid sequences of SEQ ID NOs: 2, 3, 5, 8, 1 1, and 12, consisting of 
nine amino acids, as long as they have CTL inducibility and do not match the 
amino acid sequence of another protein. In particular, for example, the second 
amino acid from the N terminus is preferably substituted to phenylalanine, 
tyrosine, methionine, or tryptophan, or the C-terminal amino acid is preferably 
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substituted to phenylalanine, leucine, isoleucine, tryptophan, or methionine; or 
one or two amino acids are added to the N terminus and/or C terminus.— 



Please amend the paragraph on page 9, lines 2 through 14, beginning, 'The 
present invention also provides peptides with cytotoxic T cell inducibility..." as follows: 

—The present invention also provides peptides with cytotoxic T cell 
inducibility, wherein one, two, or several amino acids are substituted or added to 
the amino acid sequence of SEQ ID NOs: 29, 30, 33, 34, 40, or 46. Amino acid 
sequ e nc e s consisting of nin e or ten amino acids of SEQ ID NOs: 29, 30, 33, 3 4 , 
4 0, and 4 6, in which on e , two, or s e v e ral amino acids ar e substituted or add e d, 
may hav e CTL inducibility as long as they do not match the amino acid s e qu e nc e 
of another prot e in. One, two, or several amino acids can be substituted or added 
to the amino acid sequences of SEQ ID NOs: 29, 30, 33, 34, 40, and 46, 
consisting of nine or ten amino acids, as long as they have CTL inducibility and 
do not match the amino acid sequence of another protein. In particular, for 
example, the second amino acid from the N terminus is preferably substituted to 
leucine or methionine, or the C-terminal amino acid is preferably substituted to 
valine or leucine; or one or two amino acids are added to the N terminus and/or C 
terminus. An example of such a modified peptide is the peptide of SEQ ID NO: 
30, in which the second amino acid from the N terminus is substituted to leucine 
(SEQ ID NO: 54), but this example is not limiting. CTL clones obtained on 
stimulation with these modified peptides can recognize the original peptides, and 
cause damage.— 

Please amend the paragraph on page 10, line 23 through page 11, line 1, 
beginning, "Pharmaceuticals for treating and/or preventing tumors, which comprise a peptide 
of..." as follows: 

-Pharmaceuticals for treating and/or preventing tumors, which comprise a 
peptide of this invention as an active ingredient, can be administered with 
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adjuvants so that cellular immunity is induced effectively; can be administered 
with other active ingredients such as antitumor agents; and can be administered in 
granular forms. Those adjuvants described in the literature (Clin. Microbiol. 
Rev., 7:277-289, 1994) or such are applicable. Furthermore, the pharmaceuticals 
of this invention can be administered as liposome formulations, as granular 
formulations bound to beads of a few micrometers in diameter, and as 
formulations to which lipids are bound. Administration methods may be carried 
out, for example, orally, intradermally, or subcutaneously, or through intravenous 
injection, or such. Systemic administration or local administration to the vicinity 
of the target tumor may be applicable. Doses of the peptides of this invention can 
be adjusted appropriately, depending on the disease to be treated, age and weight 
of the patients, administration methods, and such. Ordinarily, 0.001 mg to 1,000 
mg, preferably 0.001 0.01 mg to 1,000 100 mg, more preferably 0.1 mg to 10 mg, 
of the peptides of this invention are preferably administered once in a few days to 
a few months. One skilled in the art can appropriately select suitable doses. - 

Please amend the paragraph on page 25, lines 32 through 36, beginning, " The 
peptide of SEQ ID NO: 54 (KDR773-2L), in which the second peptide of SEQ..." as follows: 

-The peptide of SEQ ID NO: 54 (KDR773-2L), in which the second 
peptide of SEQ ID NO: 30 is converted to leucine, was added to HLA-A0201- 
positive T2 strain to produce target cells. Using these cells, the cytotoxic effect of 
the CTL clone (KDR C44-773-2L (KWC44-773-2L)) obtained from the peptide 
of SEQ ID NO: 54 34 in Example 13 was examined by chromium release assay. 
Fig. 13 shows the results.- 

Please cancel the present "SEQUENCE LISTING", pages 1/21-21/21, and insert 
therefor the accompanying paper copy of the Substitute Sequence Listing, page numbers 1 to 1 1, 
at the end of the application. 
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